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circumstances, e.g. rheumatic fever. As a routine measure it may
lead to prolonged administration of small amounts of the drug.
This may not only produce resistant strains of normally sensitive
bacteria but also lead to the development of sulphonamide-
sensitivity by the patient. It is also possible that, in the case of
upper respiratory infections, the causative organism may actually
be sulphonamide resistant, e.g., a virus.
In an attempt to increase the effect of the sulphonamides
while reducing their toxicity, it has been recommended that
the various preparations should be given in combination (e.g.,
sulphatriad).
In order to avoid the onset of renal complications, large amounts
of alkaline fluids should be taken during intensive dosage with the
sulphonamides and the intake and output of fluids carefully
checked.
Toxicity. The sulphonamides are not tolerated equally well by
all individuals, and in susceptible persons a wide range of toxic
manifestations may be produced, particularly during intensive
dosage. There is also some difference in the degree of toxicity of
the various sulphonamides. The toxic symptoms resulting from the
administration of the sulphonamides may be either mild or severe.
Mild symptoms are usually nausea, vomiting, cyanosis, rash,
headache and hsematuria. These generally clear up quickly if
copious fluids are administered and the drug is stopped or the
dose decreased. If it is necessary that treatment should be con-
tinued, penicillin or some other form of effective sulphonamide
should be given.
Severe symptoms are agranulocytosis, haemolytic jaundice and
anuria. These are fortunately rare, but when present they
require urgent treatment. The drug should be stopped imme-
diately and copious alkaline fluids administered ; in the case of
agranulocytosis or hsemolytic jaundice, blood transfusion may be
necessary. Anuria is caused by the formation of acetyl crystals
in the renal tubules, the pelvis of the kidney or the ureters and is
particularly liable to occur in a very acid and concentrated urine.
If this condition does not settle down after the intake of copious
fluids, ureteric catheterization may be necessary. In order to
avoid serious complications large doses of sulphonamides should
not be given to patients with impaired renal function, while
regular blood counts should be carried out when intensive courses
are given.
Mode  of  Action.     Much research has been  carried  out to